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Apphcatton/Control Number: 08/978.636 
Art Unit: 1635 



DETAILED ACTION 

e disclosures that are encompassed by the definitions for 
, This application contains sequence d.sclosures 

, et forth in 37 CFR . 821(a)(1) and (a)(2) However, 
^.^oraminoacdsequencesse, forth ,n ^ 

te apphcation fails to comply whh the requ— of 37 

, , set forth on the attached Notice To Comply With Requ.rements For 
re ason(s) set forth ^ jn ^ 

Containing Nucleotide Sequence A„d,Or Ammo Acd Sequence 

DoM&te Patenting 

,riTTC 1 8(S ( 1 894V /« ^ e Ucker i, ^ J ■ iU 
' 5 i 22 F 2d 438 6 USPQ 619 (CCPA 1970). 
[ „gd, 422 f <u », „ vprcome by cancel.ng 

. - . s r 1 n 1) double patenting rejection can be overcome Dy 
A statutory type ,> ^ ' ^ coextens.ve ,n scope The _,lmg c 

or amending the confuting cla ms .» hey ^ based upon j5 L S C. 

terminal dtsdatmer overcome P ^ _ ^ 

, Claims 2-24 are provisionally rejected under 35 U.S. 1 - 

■ m ■ OS/978 632 08/978.633, 08/978,634. 
as that of darms 2-24 of copendmg Application No,. 08/978,632, 



Page 3 



Applicatio 
Art Unit. 1635 



ion/Control Number. 08/978,636 



08W 78,« 5 , 0S/.7S.637. 08/978.638, OS/.7S.639, and 08,574,44. 

A The nonstatutory double patenting 
round™^ 

tipropertimewise extension of *e ngh ° u p 3d ,046 29 USPQM20HH * 

harassment by multiple assignee^ See In r ^ 1985); to « ^ 

cir l993 ), ft, re io,«/, 759 F.2d 887, 225 Ub V p 2d 438, 164 USPQ 619 (CCPA 

a (into a cell produces a nucleic acid product 
construct "which when introduced into a cell p 

, to „ a process for . expressing a nucleic acid product ,n a cell ... 

247 of '63 5 are drawn to a process 10 

h e tne conflicting 

claims have not in fact been patented. 
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Claim Rejections -35 USC §U2 



the invention. Therefore, claims 

2 . 21 do not depend on any independent claim. 

, H„r 35 U S C 1 12, first paragraph, as containing 
7 claims 2-2 land 245-260 are rejected under 35 U.S.C.l 

i n \ the- construct as compriMi 
„, „,„.„, eomprrsmg: ( . , the construe, as linear or crcu.ar, W *. 

.. aterm i nu sapo.ynucleot,de,a,lw«canhvbridi Z e.(4)composedof 
3stra „ds,(3)co mP ns,„ g atermmus. .^o,.*^, 
RNA or DNA or combinations, (5)containing chemically modrfied 

5pM,fyiiiS' heml " [alandsyra ' 1E '' C ^' ¥me ' ! ' he ^" the ' i<h0nm " Urhetet 
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■ •. » k„ thr modified nucleotide, 
, "further biological activity by the moame 
charge, (8)the construct ,mpart,ng a further fe 

k- , on of those further defined as nuclease reststance, cel. 
analog, entity, ligand or combmat.on of those, fu 

• e„ binding and cel.ular or nue.ear localization or a combination, (9) a ligan 

as auached t0 a 

atta ched to one of the ntodified nudeotides, etc. of ela.nr 1. 

, or T of the construct , and fcrther defined as being a macromolecule or 
-segment or tail ottne t ^ hic h when present in a cell 

u- t - Claims 22-24 describe a second construct which when p 
molecule or combination. Claims 

^..^ — *— * 

mod if,cationoraligand." ofnuckic acid constructs for co- 

Oaims 245-254 are drawn to another broad genus of nucleic 

^^^~~-~-™' 

l ga i„,„ any content, 

, e(2 where the recognition site is complenrenta^to a pnmer 

cognition site for the polymerase, (2) 

• *RNA ^ where the polymerase is l-'^h j 
^ m xvhere the primer is tRN A, W W11C r 
fnr the polymerase, (3) wnere me v 

criDta se or a combination, (5) where the RN A polymerase ,s a 
RN A polymerase, reverse transcnptase, 

• u T7 SP6 or a combination, (6) a promoter to, 
bactenophage RN A polymerase, either T.- . TV. 

• . nl .i * RN a or a hybrid, chimera, or a 
RNA polymerase, (7) the nucleic acd produced ,s DNA, RNA, 

combination and is sense or antisense DNA or RNA. 
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App 
Art Unit. 1635 



in vitro) The limitations 

;7::;:;::„, • 

fUrthermC ' Ude " ] . (2)as ,„ gl es tra „aea„ U c,e i cac,produc t .(3)a^e,cac,a 

^e^nuoraoo— „,(2) se nse RNA, sense DNA, a ribozyme and a 

-nuance or a combination, (4) ana w» 
nucleic acid sequence compnses a decoy t 

oi rHFNAC constructs are taugni p y 
nasvectorbasedco „ structS — t edb us, AseMndgroup 

, ♦ into a cell by way of improved construct 
provide improved entry into a cen y nhet ically and shown in figures 

— — — — rrr^->— ■ 

prophetically and shown in figures 2i-^J- No e 

specification as filed „ s by c0 . 

— " t^— — 

— — ' 



Page 7 



Applicant) 
Art Unit' 1635 



n/Control Number: 08/078.636 



, • k n T7 oromoter and terminated by a 1 
a R and C sequences driven by a T7 promoi 
antisense A, B, and c seq tors before 

• of th e plNT-3 construct (the parent vector of pRT- A, 
modified version of the pIN ^ pQly . A ^ 

1NT La cZ The resuh upon introduction ,n a euka^ottc ce„ would 

pINT-Lac/.. „„„ ,he T7 promoter to synthestzeB- 

polym era S e f ro m , h e R SVp— wh ic h ,nturnactsupon, h e 

ga ' aCt0SldaSe , ml ds are taught contamtng anti-sense segments — mto the 

Furthermore, plasmtds are laug t „ nscr ipt 

, nHS D-4 Ul so that upon expresston of the transcnpt, 

• eRN A sequencers produced to, he comp.ementary reg.on of, 
theanttsenseRNAsequen 4 r and C sequences 

A n C and D were made us.ng the anttsense A, B, and C 
Spec , to ny. pDUl-A, B. C ^ ^ 

pre.ou.descrthedandOasacontroicontaimngano, , ^ 

pNDU1( A,B,C )(N mean,ng,heco„struc,wasa,socon,a,ne d ,hegene f orneo y 
Other multi-cassette constructs taught were: 
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• • *u " a " antisense T7 operon , the 
^^.C.anMnphagevec.o.c— he A -use 

"B" antisense T7 operon and the rf ^ ^ m0 , ecule s fr o,n this — w,th 

. vector that expresses TTRNApo^ (suited 

6XamP,e ,9) ' and ' , nsmc ted from a nruh^atton of ponions of pINT-3 

(2)an MB — terdnvenABandC se qU enees 

(see figure 47). /"'various Ul constructs 

SpeclflcaUyttef ohow 1 n g is S ho W n,,)express,onof A ,B,an 

• f ,„ ,1 done" (p. 169. line 3). (2) expressron of the tnp 
anal vs,s after expressron of the Ul ^ 

, cr(0 , 69 par, (0. line,) which resuhtn a decrease ,n P 24 product, 
construct (p. 1 69, pa t , and , hese 

, increased % reduction ,n p24 over ume and after re 
control, and increased pro 0 f the targeted 

k . ,. f amplification next to control cells viaPCRot, . 

the triple Ul construct was used by co-Uansfu 
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— . -•-*r:;:i;::i-" 

fot .he products of srngle-stranded ant.sense. etc 
that propagate, product centers for the pro ^ ^ 

.1 t HTVnnoaae 181, last para. 
RNA directed at HIV on pag ^ 

• • „f the lack of specificity of guidance in the specm 

mhWionb vantisenseexpress,on from vector 

eatrt.es nor polynucleottde termin, ua ^ 

, . , 55 260 are further broadly drawn to a nuderc ac.d construct 

ld ,,rocess,n g e 1 emen,,hat,s,ub S ,ant,*re m o V eddur,n g 

— ' naCe, ' Wh,ChmC -^.ement-readsone^onof 

tiKlprell" The language processing 
pr0 ces S ,n g -Mna compare 

any gene from said construe, that has a process 
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tein curing a mod.f.catron of any molecule (protern or DNA)m a ce, 
scope of ,he genus sough, fot sue, — ,s not enabled 

^produce products h,mg 

P ftt ih1e cell The specification does not 

polym erase wherein the intron is removed in a console P 

/t ti ARC vector as described in example 19 in cells, 
amplify application of the T7 polynWU.-A.B.C 

„ , r.eUlABCcioneco-expressedwrthTVpoiynteraseionanother 
It appears that only the U I A. o,~~ 

„i;fi«1 in the HIV challenge and LacZ assays. 

th cla.ms specity the context for producing the product ,n a cel, and no 
Furthermore, the claims spe fy 

exemplifieatron of whole organism success, found ,n the sp 

-h barriers to successful delivery of anfsense 
org an,sm) apphcations. The factors cons.dered barners 

K amsrn are (1) penetratron of the plasma membrane of the target 
delivery to the organism are. uip 

, , or „ u c,eus(2,w,«h S ,and,ngen Z yma„cdegradat,o,,and(3),he 

" ; — — — — 
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medium , direct proof t ha t 
S " echanlsmlsst „n^ g 

• tv,. ionic strength manipulations that are commonly 
• „thP temperature or changing the ionic strengr 
-raising the temperaiu mranc h p 48) Discovery 

* — — — " „ 1. * — - - « - - 

•— '"T— — 

, • ■ an antisense which inhibits a target mvivo. it is very 
designing an antisense w 

ofwtive ant sense molecules muw u 

— — 
r:=«- -rrr 

" • , ^ while the specification teaches cel. culture 

, n , Afc * fc — mhibitionhasbeen 

One of skill in the art would not accept 

. 
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antisense molecule m vm,, PJeHW ^ 

m dosage and .oxicty, nor (4) entry of molecule .n.o 
tatg« t.ssues, (3) dosage These key factors are those 

Thel ac k ofte a * g of,uese 

„ t of expenmen.at.on for whole organ.sm use of the 
an undue amount of expenm r , aims 2-21 because there is no 

N ode.e rmi n,cnofenab 1 emen.ca„bemadeforcl,ms2 

u , .„n Without knowing what cla.ms 2-21 depen 
,„dependen.c,a,m from which .hey depend Wt.ho 

Mscopeof.heclarmsisno.known 

, , 3^USC 1 12, first paragraph, as containing 
8 C, 1 ms,2 4 and24 5 -260 arere j ec,edunder3 5 U 

' h , , lie inventory, a. the ..me the a P P»ca.,on »as fi.ed. . 

t0 one skilled m the relevant an . ha. .he mventol, 

o o i are drawn to a missing mu<= F 

C,a,ms22-2 4 aredrawn,oabroadscopeo f cons, ra c,wh,hare 

• • m, tn an ent tv having a enemies 
bound non-ionically to an enmy 
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, anucletc acid construct for producing a 
,, • ,55 260 are further broadly drawn to a nucle.c 

" * cdl CU ' mS 2 " , nf that is -'substantially removed dunng 

^uctmacetiw^mCudesa^sinsetementtbat, 

3 " C ° mPa,ib ' e " .. tructs" for producng a "product" and i, , no, dear 
^eCarmsbroadiyencompass conges fo P 

* „ ,he clatms The clatms read on vectors, genomes, P 

mod , flcatio ,. as us ed in clatm 

tran s,afon, transcriptton, etc Furthermore, the scope 

22 1S „o« ciear ,„ relafon to the construe, ^ 

.forexpressionofanen.i.y.nacei.Thesupporttngf.gurespro 

acid constructs for express haracterist ics because they primanly 

■ .^closure of reievant , denying structural eharacensttcs 

addmonal dtsclosure rf ^ , nventlon ,„ 

„nd,o expression vector based constructs wh.chareony 

m of the nebulous scope clatmed. ^ ^ 

■ h soecrfically for clatms 255-260, use of processmg 
sv40m tronarenot,aug ^^.^^m 
™ C,e, " CidPr0dUCtS ' n .m.heHWch.engeandUc-Zassays.aughtm 

P^^^^" toH i(plMtaJlwili .^^., 

„, described in clear and exact terms (p. 169, 
* eSPe " are tc ,. an dpl67,la,l.nereci,es—U, 

"trinle Ul construct , ana p. ^ < 
169, para © line 1 recites triple u 
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art ' m „ ofp o S s, b le— c tCcoupledwlththehlgnlevelof 

ip ^*^.<«-»-» rf '""* _ ^ as those inv0 , vi „ g gene 

ther apy the specified as filed fails to prov.de one 

" f a representative number of — species fot the hteadth c.atnted. 
possesion of a represen.a. for ^ 

. , 1998 (Vol 63. No. 1H. Pages 32639 32M5) 

See the June 15, 1998 (VO 

■ ide „„es for the exanrinatlon of patent appl.eat.ons under the 35 U SX, 

interim guidelines 101 

Description" requirement. 

v, ^fiSIJSC 102 that form the 
♦ of the appropriate paragraphs of 35 U.b.^. 
Q The following is a quotation of the app P 

, thi , section made in this Office action- 
basis for the rejections undei this section 

A person shall be entitled to a patent unless - ^ ^ ^ ^ w 

has fulfilled the requirements ot paragrap . , 
thereofbv the apphcant for patent. 
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, a ^silSC 102(e) as being anticipated by 
„n aok are rejected under 35 U.^. , 
10 . Claims 245-249, and 253 are re] e 



Saito et al 



» -t^- 

— — ---.r— — 

Sait0 et al. teach a vector for expression of retrovtra 
transcriptase from a tRN A primer. 

, ^ «IISC 102(e) as being anticipated by 
01^ 245-247,^249-254 ^ r eJ ected under 35 U.S.C 



11. 

Wagner et al 



I*-—. - ~CT 

■ „f another nucletc acid sequence tn a cell. Further 
^.■epolvmerase causing express^ of another 

rwi.e ^ - . S p b d antiscnse u.n. 

- ■ du de use of a bactenophagc polymerase such as T, T 
limitations include use oi a 

RNA as the co-expressed nucleic acid sequence. 
orRNAastnecu w polymerase (ex. T3, 

* for m-exnression ot an kin a y 
Waener et al teach a vector construct for co exp 

fc „f .n.erest (for example, anttsense, nbozyme or any 
T7 or SP6. see col.8 Itne . 1 ) »..h a gene of tnteres, 

othergenelhescopeofwhic h W o Uld mc,uaeanuc 1 e,cac,d S e.e n cecod,n sf ora d ecy 
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protein) for en 
invention to select a gene 



hancement of gene expression in 



cells. It is further within the scope 



of the 



encoding an intron or a capping 



element for a polyadenitis. 



mal. 



, , 5US C.02( e )a 5 be,„gan«,cipa,edbyMeyere.aL 
n C^n-^^ ■ ^^^^^ace^^a 
The clatmed — is drawn to any construct ^ 

compns e S a hybridized polynucleot.de ,a,l ^ ^ ^ r 

, , a , teach a covalently linked conjugate of an ohg 
^ • ^a^N-pept.de-catneOtnc.udinga.berapeu. 

peptide and a carrier or targettng hgand (ODN ^ ^ 

Up nf selectively binding to a target sequence 

V im ,tat,onsforanon- n aturallyoccurr,ng 

- antisense oligonucleotide ,s produced) ^ ^ ^ by Sullenger e, 

13 claims 255-260 are reacted under 35 L S . 

al , „i,ich when introduced into a 
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viral assembly or replication rep ,ica«on by 

t nNA-based inhibitors otvirai y 

„ ?5U SC 1 02(e)asbe,n g an t icipa t edbyHurw ta e,al.. 
14 Claims^S^arereje^under^SU . ^ „o . 

claimed invention ^ . wfeh wl)en ,„ a 

„ d accessing element ,s substantially removed during processing. 
compat ,b,e cel.. sa,d proces ^ ^ ^ and capping 

„ mlt a,ions include an R» A P«g 

element,, and the «. - ^ pro , e ,„ requ „ed .o. 

v,ral assembly or repletion expression 
Hurwitzetalteacb selective use of mtrons man expressed g 

a„ance,lspec,ca„ytbeproduc„sbumanse™malbu m ,n 

of the gene in a mammalian cell, sp 
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„ a 35USCl02(b)asb el nganticipatedbyD e Youn g et 
15 . Clatms 255-260 are rejected under 35 U.S.C. 

al , ■ construct which when introduced into a 

„ d orooes S ,nge.e m en, is .ubstamiany reeved dunngprocessmg 

— — ... 

or RN A, a ribozyme or a protein binding sequence such as 

^"^^^^ d.naUlsequenceandunderthe 

DeYoung et al. ^ ^ known in the art to have a processing (unction and also 

control 0faT7 promoter. Rjbozymes 
have an tnherenthaif-hfe and are therefore removed. 



dam, Rejections -3^USC§10S 



The following is a quotatio 



nof55USC 103(a)w h,ch forms the bas.s for all s 



rejections 



set forth in this Office action: 



A pawnt may ■»> t» °T ' *c s ub,». matte. » ' - - was ma de u, a rer»n 

Uon .02 of to titW. ' » J f:X„u.J have ten **».* I " '»« »»< »= * *' 
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ot^ntahle over DeYoung 
, ^iiSC 103(a) as being unpatentable ove 

, ■ i« 260 above in view of Karn ei ai., 
et al as applied to cla.ms 255-260 

Zaia et al co-expression of a non-native 

r , ■ , 245 254 are drawn to a nucleic acid construct for e*p 

• of anot h er„ucle,cac,d S e q uence,nace„Pu rt berli m ,tat,ons 
polym erasecausin g e XP res Sl o„ofanot h e ^ .^NAorRNA ., 

— Pre ssednuc,e,cacidse,uen ^ 

. , - ntn a C ell produces a nucleic acm pi 
whlchwh enin,roduced,ntoace sa , d p « eienten, is — all, 

p „e, m en, W b,c h w h en,naco m pat, b ,ece „ ^ (an mtro „ or 

• „ Further limitations include an RN A pro 
— dUmgPTOCeSSmg ^andtbenuoieicacidproductbeins^le 

r»M A or RNA, sense DNA or 
stranded, antisense DNA or kin/v 

• .oftheT? polymerase from the same vector, 
co-expression of the l P y polymerase (ex. 

t a l teachavectorconstructforco-expressionofanRN 

C. Wagner et al. teach or any 

, r line 1 1) with a gene of interest (for exampi 
T3,T7orSP6, see col. 8 line lijwu 
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of the tnvenuon to select ^ ^ ^ consmct . 

■ . WaK „er does not reach antisense express.o ^ 

E Curtel et a ' teac ^ expression s jy desired to produce inhibiting RN As directed 
^^^-enhts— 

cn fRNA" (See columns 27 ana 
,Kunst various types of RN A. 

as a hmiting factor tn the vector des,gn. 
lh e,andem"geneucun,ts asahm a , second generation" of anrisense 

F . Za,a et al. teach nbozymes as represent ^ ^ 

■ HW and teach the use of both synthetrcanusens 
m oleculesfortargetmgHIVanut 

fHlV-1 (Seepage 101) 

It would have been ^° ^ a ntisense directed to HIV sequences front 

, ecule (for arsed expresston and 
flanking the antisense molecule ito 
vecto rconta,mngU,se q uencesflan k ^^u,^*- 

d irecUon,o,henuc,us)underthecon,r 01 ofaT7p 
T7 polymerase on the same vector construct. 
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u\d have been motivated to apply antisense to HIV 

targetsasdemonstratedbyKarne " . o^fet^^UntbeanwouMbavebeen 

a met hod of .nhibtbon of v.. proliferate promQter ,„ lhe comext taught 

mot ,vate dt oe^tbea„„ 5 e n5 e S e^e SW .tbm ^ 

■ ,d targeting ofthe antisense sequence to. 
byD eYoungfor,mprovedtarg 

DeYoung teaches nbozyme placemen ^ ^ ^ . bMymes are 

exchange ...sense nuc.etc acid sequences for nbozvme - ^ ^ ^ ^ ^ ^ 

a una antisense molecules. 

„„,.: ,„, „„ ,«,- ' - 

,m have been motivateu iu ^ 
7) Oneofotdina^sUlUntbeanwouldbave 

s T7 Polymerase as taught by Wagner e, al «o a 

on the same Plasmtd as T7 poly f . T7 promot er dnven antisense in the 

Bndem,r0 ■ of ant,sen S emo,ecu,es,od, ff eren„arge. S 

, mul ,aneousapphc,,ono f an t , S rf success t0 

OneofordtnarysBltntheartwouldhaveha 

,,nolace of the ribozyme sequence «.thm a 

functional equivalents* the art.Wayter 
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• f m a site on a vector (see column 7). One of ordinary 
fxr pvnress bn from a site onuv^ 
and anttsense sequences for express 

, W have had a reasonable expectation of success 

■^^■rL—*— — — ^ 

a,,,,Sen5eSeq , ofthevector Purt—, one of ordinary s«n ,n the art 

- — W — ll^toexpressa^poiymeraseonthesanre 

would have had a reasonable expec a i 

the effective 
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f tv.p HTV target in any cell, 
the effective inhibition of the HIV tag 
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